Buschke-Loewenstein Tu m o r Verrucous carcinoma Human papillomavirus a b s t r a c t Buschke-Loewenstein Tumor or giant condyloma acuminatum is a disease caused by a DNA virus, the self-inoculable human papilloma virus (HPV), being sexually transmitted. Histologically BLT is a benign tumor, but with malignant clinical behavior and a high propensity for local recurrence and malignant degeneration. The clinical picture consists of the presence of a cauliflower-like bulky condylomatous perianal mass with multiple fistulous tracts, which can cause great destruction of the anal canal, with invasion of adjacent tissues. Bleeding, foul odor, local pain and weight loss are also described. The diagnosis is established by biopsy, that should exclude the presence of malignant transformation, which occurs in 30-50% of cases. Associated with a biopsy, the hybridization test may be performed to diagnose HPV infection, especially subtypes 6 and 11, that are commonly related. The treatment of choice is radical surgical excision; however, those patients presenting with extensive fistulous lesions may require a temporary colostomy. Some authors advocate an abdominoperineal resection in cases of infiltration of the sphincter or rectum. This study was designed to evaluate the experience of the service of Coloproctology at a referral hospital in Northeastern Brazil with this rare entity, contributing to world literature in addressing this disease. Este é um artigo Open Access sob a licença de CC BY-NC-ND Este é um artigo Open Access sob a licença de CC BY-NC-ND j coloproctol (rio j). 2 0 1 4;3 4(4):202-209 203 destruição do canal anal e invasão dos tecidos adjacentes. Sangramento, odor fétido, dor local e perda ponderal são também descritos. O diagnóstico é feito por biópsia, que deve afastar a presença de transformação maligna, que ocorre em 30-50% dos casos.
O quadro clínico consiste na presença de uma volumosa massa condilomatosa perianal, com aspecto de couve-flor, com numerosos trajetos fistulosos, podendo provocar grande
Introduction
In 1894, Buschke drew attention to the existence of a variety of condyloma acuminatum of the penis, whose clinical behavior was invasive. [1] [2] [3] [4] [5] Later, in 1925, the same Buschke and Loewenstein described the condition as a welldefined clinical entity, the giant condyloma acuminatum, that received, since then, the name of Buschke-Loewenstein Tu m o r (BLT). [6] [7] [8] [9] [10] BLT is a self-inoculable disease caused by a DNA virus, the human papilloma virus (HPV), and is sexually transmitted. Histologically, these are benign tumors, but with malignant clinical behavior, with a high propensity for local recurrence and malignant degeneration. 5 Since the description of the first case of this disease in the anal region in 1963 by Knoblich and Failig, until 2003 only 52 cases had been reported in the English literature. [10] [11] [12] There is no treatment defined for the Buschke-Loewenstein Tumor; topical agents, immunotherapy, surgery and chemoradiotherapy are tentatively used. Surgery, alone or in conjunction with other methods, involves extensive resections; and in cases of invasion of the anal sphincter, an abdominoperineal resection of the rectum is required. [13] [14] [15] This study was designed to evaluate the experience of the service of Coloproctology at a referral hospital in Northeastern Brazil with this rare entity, contributing to world literature in addressing this disease.
Method
This is a retrospective longitudinal study, a series of cases treated at the Hospital of Coloproctology Barão de Lucena -SES/PE through the medical records of all patients who underwent biopsy for suspicion of anal condyloma, obtained from the surgery register in the period from February 1996 to February 2006. The authors identified six cases diagnosed as Buschke-Loewenstein Tu m o r. Then, an analysis of the clinical picture, treatment instituted and patient outcome was carried out.
Those patients lost to follow-up were contacted through telegrams, phone calls or by an active search of their home.
Clinical case 1
A 48-year-old male patient with a history of perianal tumor and purulent discharge from the perineum, pain and weight loss for ±2 months. On physical examination, an ulcerated lesion in the anal margin was observed, invading the rectum and anal canal up to ±6 cm from the anal margin, with fistulization to the perineum. Laboratory tests: VDRL -negative; HIV -negative; CEA = 2.0 ng/mL, whole abdomen USG -normal. The histopathology was suggestive of anal condyloma of viral origin with secondary suppurative chronic inflammation in the corium.
Intralesional interferon has been proposed, but the patient refused treatment, returning to the outpatient clinic only after a period of 4 months. On this occasion, he showed progression of the lesion, with the rectum and anal canal almost completely obstructed by an ulcerative-vegetative tumor, invading the prostatic cavity and ischiorectal fossa, with multiple fistulae to the perineum and gluteal region. The upper limit of the tumor was not reached by the examiner's finger. This patient also had severe leukocytosis (30,000 cells/mm 3 ) with a left shift. Antibiotics and drainage of abscesses and fistulae, including the scrotum, were established and a new biopsy was performed, that was consistent with Buschke-Loewenstein Tu m o r.
Then, we proposed an abdominoperineal resection, but it was decided that only a terminal sigmoid colostomy would be performed, because the tumor was considered unresectable. The patient was discharged and his last contact with the service was at the urgency unit, when he was seen with complaints of fever and dysuria, being medicated and released home.
Clinical case 2
A 27-year-old female patient with complaints of perianal tumor for 8 months, in association with elimination of a purulent drainage, difficulty to defecate and pain. On physical examination, multiple (eight) fistulous openings were observed in the right gluteal region with elimination of a purulent drainage, besides a circumferential mass in the anal margin and canal, with partial stenosis. The patient was hospitalized and underwent debridement of perianal tumor tissue with curettage of the fistulous tracts.
The histopathology demonstrated an absceded, fistulous, nonspecific chronic inflammation. HIV and VDRL tests were negative. The patient underwent a loop colostomy, returning months later with worsening of the disease, when was evidenced a vegetating, absceded and ulcerated tumor that began at ±7 cm from the anal margin externally, reaching the right hemicircumference of the rectum and with invasion into the ischiorectal fossa. The histopathology revealed condyloma acuminatum with areas of ulceration and hyperplasic granulation tissue.
The patient underwent local excision, and the result of the histopathological examination was consistent with a keratinizing, vegetative and infiltrating squamous cell carcinoma of the anal margin, showing moderate differentiation.
We opted for radiation and chemotherapy with 5fluorouracil at a dose of 1 g/m 2 of body surface area/day/ continuous infusion for 4 days, starting on the 1st and 21st days of radiation therapy, and cisplatin at a dose of 75 mg/m 2 of body surface area/infusion of 2 h on the 2nd and 22nd days of radiation therapy. The total dose of radiotherapy was 4500 cGy with 180 cGy/day for 28 days. The patient was discharged after the second cycle; however, she died at home before being evaluated as to the treatment outcome.
Clinical case 3
A 38-year-old female patient with a picture of rectal bleeding, elimination of purulent drainage associated with perianal tumor, pain and weight loss of 5 kg about 6 months ago. A physical examination identified a large ulcerated, hard and brittle lesion, which extended up to 2 cm from the anal margin, occupying the entire right hemicircumference, with the presence of pus, blood and cellulitis in the gluteal region. The patient was hospitalized and underwent endovaginal US, when a bulky mass to the right of the anal canal measuring 4.1 cm × 2.4 cm was demonstrated, with no signs of abscess. The histopathological examination revealed presence of a giant condyloma of Buschke-Loewenstein. The lesion was affecting part of the right gluteal region and anal canal in right lower quadrant (RLQ) and right upper quadrant (RUQ). Then, we decided by performing a loop colostomy. The patient developed a pericolostomic abscess, which was drained prior to her discharge.
The patient was re-admitted after 2 months with a weight loss of 15 kg and severe anemia (Hb = 8.1 mg/dl and Ht = 27%), being treated with hemotransfusion; then, she underwent a local resection of part of the gluteal region bilaterally, perianal region, posterior wall of the vagina and coccyx, in a monoblock procedure. The histopathological examination confirmed presence of giant condyloma acuminatum and an absceded chronic inflammation.
The patient is well after a follow-up of 20 months, with her wound healed and with only one paracolostomic hernia, for which she refuses a surgical correction.
Clinical case 4
A 36-year-old male patient presenting perianal vegetating lesion involving the entire sphincter muscle, associated with pain for about 5 months. The patient underwent partial resection of the lesion (superficial hygienic resection). The histopathological findings were consistent with verrucous carcinoma. One month later, the patient was seen with extensive and invasive condylomatous lesion with important anterior fixation, with fetid odor and a purulent drainage and myiasis ( Fig. 1 ). On physical examination, the lesion was considered unresectable; on that occasion, the patient received local care and was prescribed a blood transfusion. After defining the unresectability, the patient was discharged and sent for care at a Support Home with outpatient follow-up. The patient returned after 7 months in a state of important cachexia, dehydration and anemia, with a vegetating giant lesion causing great destruction of the anal sphincter and gluteal region, with fistulization and several necrotic areas with an extremely foul odor. The histopathology demonstrated a verrucous carcinoma (Fig. 2) . The patient died before performing the scheduled colostomy.
Clinical case 5
A 23-year-old male patient with complaints of small perianal tumors about 7 months ago, showed significant bleeding in stools in recent days, pain and difficulty to evacuate. HIV-positive, asymptomatic, on antiretroviral treatment. On physical examination, a cauliflower-like vegetative mass bleeding easily to the touch, with drainage and fistulization was observed, affecting the entire anal margin in a radial extent of ±15 cm (Fig. 3A) . Treated with local resection with electrocautery, after infiltration with adrenaline solution (Fig. 3B) .
The histopathological examination confirmed the presence of condyloma acuminatum (Fig. 4) .
The patient had been receiving outpatient treatment when, after 4 months, suffered a recurrence of the lesion in the anal margin of ±8 cm in diameter, extending to the entire anal canal. A new local resection was performed, with preservation of the anal sphincter ( Fig. 5A and B) .
The histopathological examination confirmed the presence of condyloma acuminatum. After 7 months, the patient returned with a history of perianal tumor associated with pruritus for ±60 days. On physical examination, a vegetating lesion of ±3 cm in diameter was observed in the anal margin, occupying the right hemicircumference, exactly at the anodermal junction without apparent involvement of the anal canal ( Fig. 6) . A new surgical resection was performed and, to date, the patient has no signs of recurrence.
Clinical case 6
A 27-year-old male patient with perianal lesions with blood in stools, pain and difficulty to defecate, unaware of the duration of these symptoms. The patient exhibited cognitive impairment, and the communication between family members and himself was markedly impaired.
On physical examination, a bulky, vegetative, bleeding, condylomatous lesion around the anal canal was observed, with no signs of invasion of deep structures. Patient HIV-and VDRL-negative. A local resection of the tumor with a margin of ±2 cm was performed, saving the sphincter muscles and leaving the wound open.
The histopathological examination revealed a giant condyloma (Buschke-Loewenstein Tumor) ( Fig. 7) .
Thirteen months after surgery, the patient returned to the clinic with no complaints and with complete healing of his wound, without deformity or retraction, an intact sphincter and in a state of continence. On the other hand, exhibited Oxiurus in his anal margin, which was treated with Albendazole ( Fig. 8) . Table 1 summarizes the main demographic data, symptoms, physical examination, therapeutic regimens and evolution of the six cases.
Discussion
Since the first description of a giant condyloma by Buschke-Loewenstein, few cases have been reported in the perianal and anal location. 5 Although there are no prospective randomized studies on giant condyloma acuminatum, numerous case reports exist in the literature. From these, speculations about the best treatment strategy have been drawn. 10 In the present study, the patients' age ranged from 23 to 48 years, predominantly in the third decade of life (3 cases). According to the literature, GCA is found in the age group from 18 to 70 years, with a mean age of 43 years, especially between the 4th and 6th decades of life. 1, 6, 12 Studies have shown a tendency to GCA onset in an increasingly early age, 10 which was also observed in our study.
Regarding gender, our series consisted of 4 males and 2 females, with a male-female ratio of 2:1. The predominance of males is in agreement with most studies, showing a higher incidence in males, with a ratio of 2.2:1. 1, 6, 12 The most frequent symptoms were: presence of perianal mass and pain, which were observed in all patients, discharge of pus (four patients), bleeding (three patients), difficulty of defecation (three patients), weight loss (three patients) and rash (one patient). These findings were similar to those found in most series, that report: perianal mass in 47% of cases, perianal pain in 32%, fistula or abscess in 32%, bleeding in 18%, weight loss in 10% and rash in 4%. 10 In this series, fistulas were present in five cases, with invasion of the anal canal demonstrated in five patients and invasion of the rectum in three, besides other structures (scrotum, perineum, prostatic cavity, ischiorectal fossa, gluteus or vagina), being considered locally advanced in four patients. As the literature shows, the clinical course of perianal GCA can be very aggressive, causing fistulas and infiltration of deep tissues, 11 as shown in most of our patients.
Diagnoses were obtained based on histopathological examinations, with many patients requiring multiple studies to confirm the diagnosis. Thanks to its appearance and size, the Buschke-Loewenstein Tu m o r can be confused with malignant tumors of the perianal region. Therefore, the histological diagnosis is very important. When a malignant tumor is not found, there is a trend to obtain a new biopsy to confirm the absence of neoplasia, because of fear that the material may not have been representative. In the same tumor, one can find a very wide spectrum, from areas of condyloma acuminatum, severe dysplasia and carcinoma in situ, to a frankly invasive squamous cell carcinoma.
The difficulty for the establishment of a diagnosis lies primarily in the importance in ruling out the presence of malignant transformation, because the confirmation of BLT does not necessarily exclude the possibility of squamous cell carcinoma. Given this, multiple biopsies involving the entire depth of the lesion should be made, because superficial samples may cover only inflammatory tissue or maybe condylomatous tissue, with superficial thickening, without offering the pathologist the opportunity to assess a possible invasion of the basal lamina.
The malignant transformation is revealed in the areas that show the squamous cell carcinoma associated with condyloma, which was observed on one of our patients. According to the literature, the malignant transformation of Buschke-Loewenstein Tu m o r has been reported in 30-56% of cases. 3, 6, 7, 9 The giant condyloma appears to be histologically similar to simple condyloma acuminatum. 1, 8, 12, 16 An invasive clinical behavior is the critical factor for the diagnosis. Many authors consider the Buschke-Loewenstein Tu m o r as a variant of the verrucous carcinoma, but others believe it is just a different nomenclature for the same disease. This confusion regarding nomenclature is another difficulty for its diagnosis. Often the result of histopathology is a verrucous carcinoma (as in our patients), but we only consider the presence of malignancy if there is an invasion of the basal lamina.
There are several treatments that can be used in GCA, from topical agents (podophyllin, ATA, 5-fluorouracil) to immunotherapy, interferon, radiotherapy, chemotherapy, cryotherapy, laser, electrocautery and surgery (local excision or amputation of the rectum and anus). The choice will depend on the number of lesions, their extent, degree of infiltration, the involvement of the anal canal or rectum and the presence (or non-presence) of malignant transformation. 17 The standard approach to the giant condyloma acuminatum is radical surgical excision. Patients with extensive lesions, complicated by severe local infection, require a temporary colostomy. The abdominal-perineal amputation of the rectum is reserved for those patients with invasion of the rectum and anal sphincter, especially the external sphincter muscle. 6, 16 In those cases where there is a malignant transformation, the optimal treatment is not well defined; however, studies have shown that chemoradiotherapy can be used prior the radical surgical treatment. 2, 3, 6 In the single case of malignant degeneration in our series, the chemoradiotherapy was not followed by radical surgery, because the lesion was already well advanced and the patient died shortly after the end of treatment.
According to the literature, mortality occurs in 20% of patients and relapse in 50% of cases treated with radical surgery. In our study, death occurred in two patients (33.3%), among those regularly followed, in the period of 8 months and 2 years after diagnosis, respectively. Recurrence was observed in one patient among the three who underwent curative surgery. In this same patient, there were two recurrences at a mean time of 4.5 months. The follow-up time for the three patients who underwent curative surgery was 11, 13 and 20 months. Tw o patients were lost to follow-up, and it was not possible to assess the actual number of deaths and relapses.
The aggressive behavior of the tumor, with invasion of adjacent tissues, determined, in most of our patients, difficulties in handling the injury. The primary factor implicated for this behavior was the slowness between the onset of symptoms, the first consultation and the initiation of treatment.
Conclusions
As can be seen from this review, the Buschke-Loewenstein Tu m o r is a rare disease in which only six cases were diagnosed within 10 years.
Although considered a benign lesion, BLT is locally aggressive, with fistulization and invasion of adjacent tissues, with the outstanding feature of high rates of relapse, which was observed in one third of the operated cases. A high mortality rate (1/3 of patients) among those patients regularly followed was observed in this survey, as also reported in the literature.
